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What is claimed is: 



\l. A polypeptide comprising the mCREBa amino acid 
sequence set fotth in SEQ ID NO: 2. 



2. \ A polynucleotide encoding the polypeptide according to 



claim 1. 



3. The polynucleotide according to claim 2 comprising the 
sequence set forth in SJ^ IDJ^jD^-i-r 



4. The polynucleotide of claims^or 3 which is a DNA 



molecule. 



6. The DNA OT^claijn 4 which is a genomic DMA molecule. 

7. The DNA ofVlaim 4 which is-^tTwhoUy or partially 
chemically synthesized DNA n\olecule\ 

8. An anti-sense polynuMeotide which specifically hybridizes 
with the polynucleotide of claim 2. 

9. A expression construct cC^mprising the polynucleotide 
according to claim 2. 



10. A host cell transformed or\ transfected with the 
polynucleotide according to claim 2 or 9. 



# 



11. A 
comprising the steps of: 
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lethod for producing an mCREBa polypeptide 

a) grb^ng tl*€ host cell according to claim 5 
.underVfJ^i^ns Storopriate for expression of 
the mC^JEBa pblj^ptide and 

b) isolating^^Ii^ mCfe^a polypeptide from the 
5st cell of the medium olSits growth. 



XAn antibody specifically immunoreactive with the 
polypeptide according to"^im 1 . 



13. The antibody according to claim 12 which is a 
monoclonal antibody. 



claim 13. 



14. A hybridoma which secretes the antibody according to 



15. An anti-idiotype antibody specifically immunoreactive 
with the antibody according to claim 12. 



sequence known to 



^^^s^ method to identify modulators of mCREBa binding to 
DNA comprising the ste^'svQf: 

a) incubati 
specifically bind 

b) detennining the deb-ee><binding b^ween mCREBa 
and the DNA sequence^ 

c) repeating siep^ ^a; m tne presenc^s^ a putative 
modulator of mCREBa binding to the DNAsfe^ences; 
and 



- 37 - 

d) comparing binding of mCREBa with the DNA 
^equence in the presence of the putative modulator to the 
\teraction determined in step (b), wherein increased 
biilding in the presence of the putative modulator is 
indicative of a binding enhancer and decreased binding 
in the Wesence of the putative modulator is indicative of 
a binding repressor. 



17. A method tA identify an inhibitor of binding between 
mCREBa or binding fragment thereof and a mCREBa-binding protein or 
binding fragment thereof comprising ^e^stepTofT ~ 

a) producinn^Jt^t d^lls transformed y6r transfected with 
DNA comprising: 

a K^pressor ge^e^^^rf^^ repressor protein, 
said represser \pne ui^er transcriptij^nal control of a 
promoter; 

a selecta^e markerVenje^encoding a selectable 

marker protein; ^kaid s^Kct^le marker gene under 

tran^ci iption a^^ of an Operator; said operator 

regulated by interaction with saidVepressor protein; 

a first recombinant fusion protein gene encoding 

mCREBa or a binding fragment thereof in frame with 

either a DNA binding domain of a\ transcriptional 

activating protein or a transactivating ^domain of a 

transcriptional activating protein; and \ 

a second recombinant fusion protein gene 

encoding a mCREBa-binding protein or^^inding 

fragment thereof in frame with either a DNA Mnding 

domain of a transcriptional activating protein 6r a 

\ 

\ 

\ 
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\ transactivating domain of a transcriptional activating 
protein, whichever domain is not encoded by the first 
fwsion protein gene, said second binding protein or 
bii\ding fragment thereof capable of interacting with said 
firsM)inding protein or binding fragment thereof such 
that interaction of said second binding protein or binding 
fragmertt thereof and said first binding protein or binding 
fragmenKthereof brings into proximity a DNA binding 
domain ^d a^^^JransaGti^ing domain forming a 
functional Vfanscriptional cvctivating protein; said 
functional /transcriptional ^afctivating protein acting on 
said promi lifter to incpg^e expression of said repressor 
gene. 

b) growing the\hbst c^s in the absenfce of a test compound 
and under opnditioms which^rmit expression of said 
mCREBa or qinding fi^grfient thereof and said mCREBa- 
binding proteJ^^^etM^indmg fragment thereof such that 
sai»ijTlCREBa or fragment thereof and said mCREBa 
binding protein or bindingXfragment thereof interact 
bringing into proximity said D(NA binding domain and 
said transactivating domain forming said functional 
transcriptional activating proteinXsaid transcriptional 
activating protein acting on said prVnoter to increase 
expression of said repressor protein\ said repressor 
protein interacting with said operator \uch that said 
selectable marker protein is not expressed ;\ 

c) confimiing lack of expression of said selectable marker 
protein in said host cell; \ 
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growing said host cells in the presence of a test 
compound; and 

comparing expression of said selectable marker protein 
in the presence and absence of said te^t compound 
\wherein increased expression of said selectable marker 
p\otein is indicative that the test compound is an 
inhibitor of binding between said first binding protein or 
bindiiig fragment thereof and said second binding protein 
or bindnjg fragment the reof^ 

18. The metho)^f claim 17/^herein said DNA binding 
domain and said transactivadiig\domaiiy^ derived from a common 
transcriptional activating protein. 

19. The ntethod of clafni 17 wherein one or more of the 
repressor gene, the selectableVnaVker gene, fhe firstj:e^mbinant fusion protein 
gene, and the second recombiXaAt fusion nj:^^m gene are encoded on distinct 
DNA expression constructs. 

20. The method of claim 17 wherein said selectable marker 
protein is an enzyme in a pathway for synthesis of a riUtritional requirement for 
said host ceU such that expression of said selectable m^ker protein is required 
for growth of said host cell on media lacking said nutritional requirement. 



21. The method of claim 17 wherein said host C^ll is a yeast cell 
or a mammalian. 



22. Tlie method of claun 18 wherein said selectable mairicer gene 
encodes HIS3; \ 



\ 
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\^ 23. The method of claim 18 wherein said nqDressor protein gene 
encodes a tetracycline resistance protein; 



24\The method of claim 18. 



^said operator is a tet 



operator. 



25. The metH^s^d/bf claim 18 wherein/^id promoter is selected 
from the group consisting ofythbsLexA promoter; the alcohol dehydrogenase 
promoter, the Gal4 promoter 



26. Tlie methodN^f Vlaim IS^^rein said ©NA binding domain 
derived from a protein selected frtAi the group^sonjiiiC^ of LexA and Gal4. 

27. Tlie methgd^ef'cla^ 18 wherein said ft^sactivating domain 
is derived from a protein selected from the group consisting dWP16 and Gal4. 



28. The method of claim 18 wherein the mCREBeNbinding 
protein is selected from the group consisting of CKI, CKH, cdc2, MAP kih^se, 
and S6 kinase. 



